Mortality
problems, still cause therapy failure and contribute to increased morbidity and mortality of PLWHA. In this retrospective cohort study (2013) (2014) (2015) , we sought to evaluate the factors associated with mortality of PLWHA failing HAART in 2013, who were receiving care at a reference center for sexually transmitted diseases (STD) and HIV/AIDS. A total of 165 individuals over 18 years of age who were failing antiretroviral therapy were evaluated. In two-year follow-up, 19 (11.5%) deaths were documented. There were a significant association between mortality and report of illicit drug use (53%, p < 0.01), being attended by a larger number of medical professionals (6.3 ± 3.2, p = 0.02), use of firstline non-nucleoside reverse transcriptase inhibitor (74%, p = 0.01), and history of interrupting HAART ≥3 months (90%), p = 0.02). Patients who died had a significantly higher viral load (mean 49,192.4 ± 35,783.6 copies/mL) than survivors (26,389.2 ± 27,416 copies/mm 3 , p < 0.01), lower mean CD4 cell counts (127.8 ± 145.6 cells/mm 3 vs. 303.3 ± 202.4 cells/mm 3 , p < 0.01), and higher frequency of previous virologic failure (89% vs. 74.7%, p < 0.01). Our results reinforce the importance of early detection and prevention of virologic failure, to reduce the mortality associated with this event.
© However, issues related to adherence to therapy, medication tolerability, and lack of access to health care for PLWHA can increase the risk of virologic failure. 4 Advances over time with HAART have resulted in decreased virologic failure rates. However, irregular use of HAART may select viral strains with mutations that allow the maintenance of HIV replication. In this setting, a new antiretroviral regimen is required for an effective treatment. The test used to detect resistance is HIV genotyping, which is not systematically recommended by the Brazilian public health care guidelines. Virologic failure is often associated with progressive increase of HIV viral load, decrease of CD4 T cell count, and progression of opportunistic disease. All these markers are directly associated with higher probability of death. 4 Poor adherence to HAART and other problems contribute to therapy failure and increased morbidity and mortality of PLWHA.
In this study, we sought to evaluate the factors associated with mortality of PLWHA failing HAART in 2013.
This was a retrospective cohort study involving PLWA followed at the State Reference Center for Diagnosis, Care and Research (CEDAP), the largest reference center for the treatment of PLWHA, in the city of Salvador, Brazil, where 3500 patients are on therapy. To be included, patients must be over 18 years of age, with a confirmed diagnosis of HIV infection, and presenting virological failure in the period from January to December 2013. Eligible subjects were prospectively followed until December 2015. Sociodemographic, behavioral, clinical, and laboratory data were obtained from clinical records and pharmacy reports of antiretroviral therapy (ART) and in the fol- A total of 165 patients with HIV infection and virological failure in 2013 were identified and included in the cohort (Fig. 1A) ; 53.9% males, 67.3% heterosexuals, and 40.6% had less than four years of education. The mean age was 38.4 ± 9.5 years. Nineteen patients (11.5%) died after being diagnosed with virologic failure. Their sociodemographic characteristics During this two-year cohort study, individuals with virologic failure were at higher risk of death. The African cohort study reported by Petersen et al. showed a mortality rate among patients failing HAART of 5.9% in an average follow-up of 2.1 years, which is 2.78 times lower than the rate observed in the present study. 5 Presence of comorbities, use of illicit drugs, diagnosis of tubercuolosis, cryptocoocosis, and Kaposi's Sarcomas are association with viral failure and mortality, as described in the literature. 6 Mean viral load at the time of virologic failure was higher among patients who died than among survivors, a finding similar to that seen in North American and African cohorts. 7, 8 Mean CD4 T cell count at baseline was lower than 200 cells/mm 3 in patients who died, suggesting late diagnosis of HIV infection. Several studies have shown that baseline CD4 T cell count lower than 200 cells/mm 3 is associated with a delayed diagnosis and, consequently, death. 7, 8 This study also observed that patient non-fidelity to one attending physician and a history of abandoning HAART (prior to the failure in 2013, with a period ≥3 months without ART) were associated with mortality. These two factors influence treatment outcomes and are directly related to virological failure and development of drug resistance. 9 In Brazil, there is an estimated prevalence of intermediary transmitted resistance of 8.1%, varying by regions of the country. However, in 2007, Pedroso et al. found a prevalence of 11.4% of transmitted resistance to NNRTIs in the Northeast, especially in Bahia. 10 In the present study, the use of NNRTIs was significantly associated with mortality (p = 0.01), with a 3.1 times greater risk than that detected among patients who were taking protease inhibitors. These findings most likely reflect the greater circulation of HIV strains resistant to NNR-TIs in Salvador.
The present study is relevant because it is one of the few real-life studies conducted in a reference center for the treatment of HIV/Aids in Brazil. The results reflect the growing concern about the incidence of virological failure and the associated high mortality, underscoring the need for greater attention to this at risk population. This study has some limitations. This observational study was limited to one center and the data used in this analysis were from a secondary source, resulting in incomplete data for some patients. However, we conducted additional data searches in the official database of Brazil (SICLOM, SISCEL, SIM) to improve the quality of information obtained from medical records. Our evaluation was limited to patients who had CD4 count and HIV viral load testing in 2013 available for review. In addition, HIV-1 viral load, considered to be the best predictor of HIV disease progression was the measure used in the present study. Our cohort was not very large; only 165 patients were diagnosed with virological failure for inclusion in the study. On the other hand, the study site was the largest reference center for care of PLWHA in the state of Bahia, and the prevalence of virological failure was high enough to draw relevant conclusions. Another limitation of the study was the inability to follow a parallel group with no virological failure due to inconsistency of the secondary data.
Our findings show that virological failure is associated with mortality. Moreover, factors such as coinfection with tuberculosis, illicit drug use, and low fidelity to one attending physician are risk markers of poor adherence, virologic failure, and higher mortality. Strategies to minimize these problems may result in decreased frequency of virological failure and lower risk of death of HIV infected patients.
